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eins between whole antibodies (Abs) and 
immunocytokines ) such as interleukin 2 have shown 



efficacy in several mouse tumor models despite a circulating half-life 
that is significantly. . . isotype of the human heavy chain C region 
from IgGl or IgG3 to those with reduced binding to FcR, e.g., IgG4 
. The same effect could also be achieved through site-directed 
mutagenesis 

of the FcR binding site in the IgGl H chain. . . . cells showed 
increased binding of interleukin 2-based immunocytokines, relative to 
their corresponding Abs, and that this was reversed in those 
fusion proteins made with IgG4 or mutated IgGl H chains. 
All of the fusion proteins showing reduced FcR binding also had 
reduced Ab-dependent cellular cytotoxicity activity, as measured in 4-h 
chromium release assays. A complete loss of complement-dependent 
cytotoxicity activity was seen with an IgG4-based immunocytokine 
derived from an IgGl Ab with potent activity. Despite these reduced 
effector functions, the IgG4-based immunocytokines with extended 
circulating half-lives showed equivalent (in the case of severe combined 
immunodeficiency mouse xenograft models) or better (in. 
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DETD . . . purified naive surface IgD+ human B cells in the presence of 
IL-4 or IL-13 (Table 7). Considerable levels of IgM, IgG4, 
total IgG and IgE, but no IgA were produced. There was no IgA 

production 

is compatible with previous observations which. . . Ig production. 
Inhibition of total IgG production by CD40Ig could not be measured, 
since the Ig portion of the CD40-Ig fusion protein gave a 
strong signal in the IgG ELISA. Interestingly, Ig production, including 
IgG4 and IgE production, induced by IL-13 in the presence of 

COS-7/CD40L cells was not blocked by anti-IL-4 mAbs (10 .mu.g/ml),. 

7). These results indicate that IL-13 induces Ig production 
independently from IL-4. These data furthermore indicate that IL-13 is 
another cytokine that directs naive surface IgD+ human B cells 
to switch to IgG4 and IgE producing cells in the presence of a 
contact-mediated costimulatory signal delivered by COS-7 cells 
expressing the mouse or. 
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AB We report here the characterization of a novel Leishmania infantum 
protein termed papLe22 (22-kDa potentially aggravating 
protein of Leishmania) . A positive clone from a cDNA library was 
identified by serum of a visceral leishmaniasis (VL) patient. Full-length 
cDNA obtained using rapid amplification of cDNA ends-PCR codes for a 
22-kDa protein. In L. infantum promastigotes an endogenous 
nuclear protein of 14-kDa electrophoretic mobility was found by 
using an antiserum prepared against the fusion protein 

glutathione S-transf erase-papLe22 . Its expression was also shown in L. 
infantum amastigotes and in Leishmania major and Leishmania guyanensis 
promastigotes. VL patients' sera showed anti-papLe22 immunoglobulin M 
(IgM) and IgG reactivities, indicating that a primary response against 

the 

leishmanial protein papLe22 accompanied acute VL manifestations. 
Specific IgG levels were correlated with patients 1 clinical status. The 
presence of IgGl, IgG2, and IgG3 subclasses suggested a mixed 
Thl- and Th2-type response; there was no correlation between subclass 
reactivity and the disease course. The recombinant papLe22 specifically 
activated interleukin- 10 production by VL patients' peripheral 
blood mononuclear cells collected at diagnosis and after 
treatment-induced 

cure, indicating its contribution to VL. 
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